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Abstract of JP1 1029475 

PROBLEM TO BE SOLVED: To obtain the subject medicine which allows treatment and prevention of 
allergic diseases, autoallergic diseases, viral infectious diseases, bacterial infectious diseases, 
parasitic infectious diseases, and so on, by including an iminothiazole-derivative as an active 
ingredient. SOLUTION: This medicine is prepared by including a compound shown by formula I [X<1> 
to X<5> are each H, an alkyl, an aralky, an aryl, a halogen, cyano, an alkoxy, phenoxy, an alkanoyl, an 
aroyl, etc.; two adjacent groups selected from X<1> -X<5> can form a phenyl ring; R<1> is H, an alkyl, 
a cycloalkyl, an aralky, an aryl, etc.; R<2> is H t an alkyl, a cycloalkyl, an aralky, etc.; R<1> and R<2> 
can form a cycloalkenyl or phenyl ring; (n) is 1-4]. The compound shown by formula I is obtained, for 
example, by the reaction of a compound shown by formula II with a compound shown by formula III [Y 
is a leaving group such as I, Br, and CI] in an inert solvent. The medicine is effective also to the 
treatment/prevention of carcinoma, HVG disease, AIDS, and so on. 
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lit i] 




a, r^a^vs, y^y^a, g&^y ^>a, 

*;y#/U#-/ua, $;w<*4sum, ~bPg£fcti:T 

g&T/l^/ua, V^nT/V^S, '>^p7/^T 
;U*/Wg, 7 l*7 5^^i, 7U-;V 

g&7y-/ua, /^nyygf, ->7/S, h y 7 
/^n^^S, T/U=J^r^S, 7i/^S, g&:7 

p8*fcl47/^7U # SS:$t. X 3 i*7K§iilJjH^ 
7/1^/1^ g&7A-3r/I^ v/^P7/^S, 

p7/v^7;v^S, 77/^^S> fft7 7;^^ 

a, ry^a* m&rv-/vm, wv^m&s *>t 

yg, hJJ 7;vtP^ fv^a* 7/>3^vi 1 y^y^r 

*>f^S, -HJS*fctt7^7 5 X 
MjJcUfffiW 1 , 7/^/VS, g&7/W*A'a, ^P7 
/U^/vS, ^^p7;v^^7/V^S, 77/V^^S, 
g«77/V^S, 7 5-/1/S, W7D-/H, />n 

y7/s v hy7/^py^s, 7/1^* 
i/S, :7^y^>a, g&^y *s/a, T^j^tv 

fl/W^^a* =hnS4fctt7/^/V7 5 K 
SSr*-*-. x 5 tt**JB?\ TA'+a*, g&7^*/v 
g > ^^d7/^S, p7;u*^7/U^/uS, T 

t«i7 7/^^Ss ry-A'S, g&7y 
-/us, />pyyi^ ^7/i, hy7;utp^f/w 
a, 7/^^a, ^y^a, y*^a, 
r;^y-f^8> 7p^^S, Kft7p^^S, 7a^ 
#^/^-Y/ua, ~hna£fcte7 
;u*/V7S KSSrtto *fcf*X\ X 2 , X 3 , X 4 , *3 
£tfX 5 i;::fc^T, 2oco»»-rsff*^S*s«'&LT 



R'ft**^^, g&7/U*/V-a> v^^p 

a, »7 7/^/^S, r'J-/^»*fctt«ftT!;-/i/ 
^n7^t/H, i/^P7/^7;^/H, T 

ft* >r ^ y ^ 7 y-zuBW** fc tt* oE*W KfF* * 
tt8**#3»*»fc-r8 S T AT 6 iStt{t»S»J. 

[»#*2] 5U 
[<fc2] 




S, V^nT/^i ^^p7M;V7^^S, T 

B^r^/u^r/ws, ry-^s, g&7y 
-/vs, Apyyi^ ^7;s, hU7;^py^ 
a> T/u^^i/S, 7x/^i, K!l7xy^i % 
r^^y^r^g, Tn^^a, i^p-f^l, 7/u^ 
^v^/w^A-a, a/u/^-owa, ^hnssfcnr 
yn*/W7 5 K»Mrt". X 2 l^7K^m^> 7/^/>a> 
g^T/W^r^S, ^^p7/^^/VS, V^p7/VW 
/w^/uS, TvA^/va, 1*75/^;^, T ]) — 

a, »7y-/n, Aoy^if, wva, h;? 

/^P^f^S, 7/^^rVS, 7a/^S, m&7 

^y^>a> r/^y-r^s, rn-f^a, »7p^ 
7^^/^s, g^r^^/^a, i/^7/^/n, ^ 

P7^^r/U7^^S, r^/W^/^a, 1177/^^ 

a, 7y-^a, nary -a** ^py^Sf, s/r 
ya> hy7;^pyf^s, 7^^>a> r^y* 
v^a> |^7xydryl, r^7*;y^/ua, rn^/u 

S, R&7u^/ua, 7/^=3 ^v^A'Ttf-zwa, JA"* 
^^/^a> -hoi*fef47M^7 5 Kasr*i- 0 X 

/v^r/wa, ^^P7;V^7/V^/VS, 77^^/VSs 

g^r^/^wa, 7y-;n, gftry-A'g, 

iyrya, hy^/^ny^/ua> 7/vp^ 
^a, 7xy^>S, iH7sy#^s, r/u^y^/u 

Tn-Y/^a> g&7n-f/wa, 7/1/3^^/^ 
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T/u^y^/uS, 7n-f/l'£, fi^Tn^/Ug, 7/^=3 
^r^^/UJsKxyuS, jCr^/^^f/PC =hPS*fctt7 

yw*/ur $ Ka*a-r. *fc«x\ x 2 , x 3 , x 4 , *s 

RMMcftW^ 7/u^S> ft&7/v*^S, i/*n 
7/U^r^S, ^^ar/VW/^/H, 

S^«-To R 2 B*^Si\ TATA'S* W&Tfr*;V 
^^D7/^i, i/^or^W^S, 7 
7/^^S^/cl^;ift7 7/^;vi^gto *fctt, R 
1 ^J:t/R 2 ^5:v^ic^LT^^^r;^'^^/^li, y 

ffi, *§ttM^> HVG(Host-versus-Graft)S*fcttft^tt 
(AIDS) 0f&S*J*fcttTK*J. 
[»*3H3] n*2"C*Sa: (1) 0fc****»J*a 
fc i" * »** 1 * fc B 2 lEttDM. 

[0 0 0 1 ] 

tat 6) (om&immmcw-tZo Kftwom^s? 

^yh6 ( S TAT 6 ) <D»tt{fc|B»*Jtt**ttlz: 

^^xyriBJfeffi, Steffl5S, HVG(Host-versus-Graft) 
#!«>4V««35ttft«5F*tt*» (AIDS) «^>%S; 

[0 0 0 2] 

^y ni//Hbia*»Jt urftibn-rv^ (wo9 6 

2 2 0 9 5) o 

[0003] ft«**te*^T*'tWftfi»J*rao-cv^ 

a ^u/*- thus (wt, Th^mm ) inftftisy 

^TMosmann^il 1 ! Lfc 0 *;*<0'vl'A^-- 
T»II!S (Th) tr, «£+SlNf h#>f V'tt'^-i'te 

J:0ThliTh2©2»i:»iLft (J. Immunol. (19 
86) 136 : 2348-2357 ) 0 CLCOTh 1 fc T h 2 <D#3S 

WWh2 fl coftgE/S^ fc 5HW « w fc fe ^Ttt L 



*ttftfi»Th2^^t>f h^-f ^H^+*-t* s 

[0 0 0 4] Th2«fl5ftfi<S*tLtB, Th2*»6 
S^ftS^*-^*^ (IL-4) , >fV^- 
n^^VS (1L-5) , ^y?-n^^vi0 (I L 
-10) , ^f^-n^^yi3 (IL-13) ^<7)T 

(IgE^7^m, ) fcJftffcS. Th2tt7WU 

tti-4fi»4$H-c*a vcam- i ©ac^satw 
ia^wffittiia^*>*^^--^Tttjia^fflu, Th2- 

StTBBi^fc LTfcSKo Sfc^V^-n-f*:/! 3 fc>f 
— n>f fc|^«<Z)f1Ufl«r*r*-p 

[0005] Th2d ig Efofr^mmmmz-r 

fc"B";tSo *fc> ^-p-f *^4tt, ^£>Th2co 
$MfcJi«H-?-fc LT** fct9*«:fio-0*3 fc fc tic, 
-#WiTh2*»Mte3*v W*B*JJ:t/il»fioPi 
7 w^-SJtEi:S< S^tSlI4W hXJyeh 

±*^^»J8^ «t 9, -fy*-n>f*y4l/t^-^ 
h6iWlttJS*tfc (Science 265:1701-1706(199 

4)) o 

[0 0 0 6] Xfiy h 61*4 *^4<r>tiin& 

-n-f^i 3co$ij»icij:or^Stt{k:Lrfii«6*r 

S^y^iMb*ix*o f^fc^^^, »«F*liiB«rtK:# 
t^H:8dl^^yh6«:, J AK^rt — if J: 

[0007] fta-enae^x^w^jfeSrfflv^r, 
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btlX\<^Z) (Nature 380:627-630, 630-633(1996), Imm 
unity 4 : 313-319(1996)) „ Z. tlbO^r 4 

[0008] r0±3fcn**»fe, rw^ttSi© 

[0 0 0 9] 
[0 0 10] 

Ub3] 

X 1 X 2 
NH \ / 

R R 

X 1 !*****, 7/iWs, fl&7/U*/U 
g, T/W^^rv-S, 7x/^i/S, B&7^y*iyg, 

r/^y^/^S, 7p^/uS> Bft7n>fA'g, r/u^ 

*^#/l'#~/l'g, #/W^^f/Vg, ^hPS*fc|j:7 
;i/*/V7 =; KS*r*1- 0 X 2 tt**B^, 7/^/wg, 
B&T/^A'g, '>^o7;^S, ^^n7/^7 
/i^/vg, Ty^*si»m, 1^77/^^S, ry-/u 

g, K&7y-/ug, ^nyygf> ^7/s, hi; 7 
/uaJ-n^fyHi, 7/v-p*:yg, 7*;^i, B&7 



^y*iyg, r/^y-r/ws, ro-f/ps, B»7P>f 

/^g, r/w^^^^/u^^/^S, tf/i'/^-f/i'S, ~h 

7/W^/l'g, B&7/l^/Pg, ^^n7/^/H, 
n7/V^r;l/7/V^S, 7 7/^^r^S, »77/^^ 

g, ry-/us, s»7y-/wg, ^py^if, 5/r 

yg, H)7;^P^f/Wi, 7/^=3rVS, 7sM 

v-S, |^7x;^>s, r/w^y-r/ws, ra^/u 

BSirn^/uS, 7/i^*i/#/U7tf^/wg, 
^-f/vg, x hoSSfctt^/i^/i^S KS*r«i\ X 
4 ^/K^®^> 7/^A-g, B^/i^/i-g, ^nr 
/u^g, ^^o7;K^7/^^S, 7 7/^S, 
1^7 7/^^ 7y-A'g, B&ry-/ug, /nu 
'>7yS, h ]) 7/Vto^f/VS, 7/W=** 

:yg, ^y^g, B&^y^g, 7/u#y-fA- 

g, 7p^/H, B&7P^/l"g, T/l'^v'^/M?- 
/i"g, ^/w^-f/Wg, -hnS*fcli7;V^7U* 

mzm*to x 5 tt7kmmi-, 7/^/^g, m^r^*^ 

g, i^nT/v^/i^ V^n7/v^/>7;v^;vS> T 

^/i^/^g, s»7 7/^/^ ry-A'g, B&7y 

-/PS, ^p^VIS^ ^7^1, h'j7;Utnyf;^ 

X, 7/i^*:yg, 7xy^ Bfc^y*^ 
T/W^y-f/^S, 7P-f/i'g, B^p-f/^g, 7/w^ 
3r;y#/V#~/Vg, $;w<*4/um, ~hpg£fcte7 
/w*/V7^ KSSr*+. *fcttx\ X 2 , X 3 , X 4 , » 
£U*X 5 K:fcV>T, 2O0d«t5ftt^i*«^tT 
7x^S, *fcfiB^7^^/wS«r^btt £v\ 
R'li/K^J®^, 7/l^/^g, B^/V^/Wg, S^n 
7/1^/Wg, ^^P7/V^/V7;V^S> 7 7/^^ 

g, W7 7/v^s. rv-^m^tz\tm^rv-^ 

^D7/^;vS, V^d7/^7/w^;H, T 
?/u^/wS*fcttBUIT9v^/wSS:*"ro *fctt, R 
*** J; R 2 ttSvMdl8-& tr p 7/Wr-/m, 7 ^ 

^/^«, *fctt«*7a:^/i/SllSr^L-CfcJ:v\ ntt 
nSlS^tE^H^^ ^ y h 6 r t * 

[ft 4] 
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S> v/^oT/V^S, ^^D7^W;^S, 7 
7/u*/uS, g&77/u*/uS> g&ry 
-/^S, />pyyg^, v'TVS, h y 7/u:tny?-/u 
S % T/un^v'g, 7x/^vS, lft7x;^^S, 

T/U^/^/Ug, 7n^/Ug, g&TP'f/ug, 7/^ 
^v^/utff^/ug, ^/w^-f/ug, ^hnSifclir 
yu*yWT5 K3S*«i-, X 2 IS/Ki!iJKi\ 7/u*/ug, 
g&7/U3r/US> ^^n7/^l, v/^pT/VW 

/u*/ug, 7 7/^/H> g&r^/u^r/ug, ry-/v 
s, g&r y -/us, Apy«, ^tvs, hy? 
ju^a^^/um. r/u^i/g, 7i;^s, gift? 
^/^>g, 7/u#/-r/ug, rn^/ug, g&rp-r 

/Ug, 7/u=3 3ri/#/U/tf^/ug % %/W<*4 ~h 

7/U3r/Ug, g&T/U^r/Ug, ->^p7^/H, 
p7^^7^^^S, 77/V^/^l, g&7 7/U*/U 

g, 7U-7VS, g&ry-/ug, AP^yK^ $/r 
/g, M/7/utp^f;Hi, T/u^v/g, y^y* 
*>g, g&^/^g, r/u#/^/ug x Tn-T/U 
S> Ift7P^/u£ T/U^arv^/U/tf^/Ug, #/U/< 
*>f/Ug, ~ hngSfcttT/U^/UTS K*«r*-J-. X 
4 I2tK^J®^ 7/U*/Ug, g&T/Udr/Ug, ^07 
/U3vug, '>^p7;^7/^/H, T^/u^/ug, 

g&r^/u^/ug, ry— /ug, g&ry— /ug, 

v/g, ^^y^->S> g&7:n/^>g> 7/U#/^/U 
S, Tn^/uS, g^Tn-f/uS, 7;W3^ri/^/^^ 
/US, tf/u/^^/ug, - bpg&7tteT/U3r/V7^ K 

S£3c1- 0 x 5 HtK^ji^, r/u^/ug, g&7/u*/u 

S, i/? nT/U^r/US, Pr/U^r/UT/U^r/uS> T 

7/u*/us, ggiry/u^r/us, ry-/ug N g&ry 




S> T/Undri/S, 7sM^ g&^/^g, 
T/u#/-</uS> 7n>f/Ug, MfeTP-f/uS, T/un 
^v^/U^/US, #/U/^-f/Ug, ~hng$fcte7 
/U*/U7^ K***i". SfcttX\ X >5 \ X 3 , X 4 , *> 

J:U^X 5 ^*3^T, 2oro»«r*tt«^S* s ft^Lr 

RMi**^, T/u^/uS, gftT/u^/ug, ^>^n 
T/U^r/Ug, i/^ oT/uar/UT/U^r/US, Ty/U^f/U 

g, g^Ty/u^/us> r y-/us*/tf^g^r y-/u 

SSr^-fo R 2 te*iifJgW% T/u*/uS, g&7/u*/u 
g, V^nT/U^/Ug, nT/U*/UT/U*/US> T 
7/u^/uS^7tf*gtfeT7/u^/uSSr^-r o *fcf4, R 

ffi, sefts&au ^/u*fc3W2/<*xy r«» 

ffi, lgttffi&, HVG(Host-versus-Graft)ffi*fctt«^tt 

^spf^mm (aids) <omm\tt\*^m\\z.w 

[0 0 1 1 ] 

15(7)3; (2) % * (3) , * (4) , St (5) 3 

(6) , « (7) , * (8) , SC (9) ,S(10) , 
* (1 1) , * (1 2) , * (1 3) , * (1 4) , a 

(is) , s; (i6) , a (17) , a (is) , s 
d9) , a (20) > a (2D , a (22) , a; 

(23),a(24),a (2 5) ^-C*3*L*fl:3* 
[0 0 12] 

Mb 5] 
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Iit7] 



lit 8] 



lit 9} 



[-fb 1 o] 




NH 



o K * 



=/ Z 



(22) 




Z 



(23) 



at, x\ x 2 , x 3 , x 4 teA«Hi:«rEtwi:** 

£*-fo R^tt**^^ T/u*/uS, B&T/u^/u 

s, i/^7/^/vs> v^or/v^/vr/^s, r 

7/u*/uS, t*r7/u*^S> Ty-/uS£fclSB& 
7y-/uS£3H\ R 2 'tt**iB^, 7/u*/uS, B& 
7/U^/US, v/^nT^S, '>^pr/^/V7M 
/US, 77^^S*fcttBi*r7/^/i/S*St, z 

/U=3f-/uS, B&T/U^/US, T/W-^^riyg, ^nyvJR 

S, 7;/S, 7/VW^S> *??fr*flrT%J 

Q 




NH 

° N ^ ' \\ /r 

X s X 4 
=/"Z (25) 

S> #/U/^>f/US, 7/U*/U7 5 / #/U#^/US, ^ 
TA^/i/r 5 / #/U/tf~/uS> */W3iR*i/^^ T/u* 
3rS/;*7/U7tf:=./uS> r/u^r/u^/u^tf-A'S, 7/u#y 
>TA* % Tfr*/U7^ KS*#¥tfbix5. B&SJS- 

[0 0 13] X\ X 2 , X 3 , X 4 , »£XfX B \Zt5\t* 

TBG>J:3 43t (2 6) , * (2 7) , * (2 8), SC 
(2 9) v#*rf&n«. 

[ft 1 1 ] 




S ' N— <CH 2 ) D < 

M 

R> II* °X ? ' y 

R\ R 2 ^J:^n^BfIfBWDic*^1-o X 1 ' 
tt:**!)^ T/U*/US, B&7/U*/uS, ^P7/V 
^/ug, i/^o7;i/W;^/H, 7 5;^/H, B 

»77/^/H, ry-/us, fi&ry-/us, />ny 

v/7;S, h!i7;i/to^f;vS, 7/U3**> 

s, y*;*v>m, b&7*/*^s, 7/u#/^/u 
s, 7p^/^s, us7d>{^s, r/u^^/utf- 

/US, #/u/^-f/uS, -hPSSfc^W^K 
S£S^o X 2> ^*^JK^> T/U*/uS, b&t/u*/u 
S, ^^d7/K;H, i/^a7/l/^7/^/H, T 

y/u^/us, B&7?/u*/u£, ry-/us, B&ry 

-/US, />pyySf, VT/S, Hl7;u*a>f;p 
S, 7/^^^S, 7x/^Vl, 1*7x7^^ 
T/U^y^/US, Tn^/uS, B^Tn^/US, T/Ur? 
^rv^/U/tf^/uS, #/u/-<^/uS, -hPl*fctt:7 
/u*/W7 S KS£3c-f 0 X 3 'HtK^I1^-, 7/u*/uS, 



B^T/l^/USs V^nr/U^r/US, ->?nT/u3r/UT 
/u^/us. 7 7^/^S> fft7 7/^;vS, ry-/u 
s, B&ry-/us, /^nyyi^ vtvs, by? 

/l^ny^/uS, T/U^v'S, 7:n/3->S, B&7 
a/^fX, T/Utf/^/uS, Tn-Y/uS, |^7n^ 
/US, r/V3^r^^/U^-/uS, #/U/^^/uS> ~h 
oS*fc!47/vW5 KSSrS-To X 4 ' (i**!!^, 
T/u^r/US, B&T/u^/uS, i/^n7/^S, S/^ 
a T /U^/UT /U^/US, T7/U^r/US, It*77/K/V 

S, ry-/us> B&ry-/us, />py^ *st 

/S> h y 7/u^a^^/uS> r/Un^i/S, 7*j* 
^S, B&^/^S, r/u#/>Y/uS, Tn-T/u 

S> B&TP-f/US, T/U=t^^^7/U7^^/US> #/U/^ 

^e-T/uS, ^ h nS*fcfi7^/i'7 5 KSiSt. X 
5 'tt**®-7\ T/u*/US> fimr /u^/ug N v^pT 
/U*/US, *s9 nT/U^/UT/U^f/US> 77/U^r/US, 
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m*mi- 0 z' (is^ssrS'fo z' ci&ttsg&si 

/>nyyf^ *>7Vg, by •7Aod-pp<?v^ 
iiio ii»att-«*fc«ia-tu<«t**oT**fi 

[0 0 1 4] #38Wfc:*Stt5X\ X 2 , X 3 , X 4 , 
X 5 , X A \ X 2 \ X 3 \ X 4 \ X 5 \ R\ R 2 , 

R 1 n R 2 \ z, RXfz* £*3ttSS*Afl«K:Rni- 
^*»i^6flofi»r^/va^*tf e>ix, a#wk 

f*> 0Jx.fi, ;*fvK ^^/K T'DfcVK 
10 0 15] e&T/W*/l'S<£>R!fcg£ Ltd, ^Jx 

[0 0 17] 7/V3#i/St LTfi, i£«*fc 

»»tt ufc&*» i ~ e mnqmr >\>^ ^>m&m? b 

*X 2-7 p p*K*v', ^h*^ 1, l-ifff-Asx. 
[0 0 18] Mx.fi* Hl£I£ 

fc »»tt LfcKtiwfc i - e m^mcrjvij / >r A-g^ 

fffcft* Af^W^tt, tflx.fi, ^A^K Tir^vK 
:/n/V>fA\ 2-7 P PAsV-f/K fcV<o-<A^tf5#tf 

[0 0 19] 7;V3^r^^#-/HtLtli, #Jx. 
fi, tE^*y t cH»SLfcjK^2-6f@<0{g:^r^^^ 
i/tfA-^A-g^Wkft, AftWfctt, ^ h 

2-7 p n7K^^^/^^/^^^lf e>ix5 0 
[0 0 2 0] TA^VTS K*fc UTtt, fl)x.ti, ft« 

Sfc«t^ttLfc«**2-'6fflottiRr/^/ur5 Kg 

tfWbft, AfrWIdtt, Hfctf, 7th7; h\ 7>p 

if e>ft3o 



[0021] ^ar^/Hiim 

left, fliRfi, v^P7"PtVK ^n/f/K i^p 

[0 0 2 2] */9 vTfr^jVTJ^JVWib 1>X\X Mx. 
fi, £*»4-l 3(B<0fia^^ o7/u^r;u^H 

P'O'^Aoc^vi', n^s^f ^A\ > 

[0 0 2 3] Mx.fi> ^^&7 

-l 5m<omtfim\fbti. Mftmm, mztt, 

/u s i-y'f/u/^, t7f;^nt' 

[0 0 2 4] 7P^/HiLm ^J^ii, «*»7- 

[0 0 2 5] T!;-/^S^ LTtt, Wxitf, ^^«6- 

[0 0 2 6] R'&ZXfR^m^Cfa&LXBf&lrZ)^ 

[0 0 2 7] 77/^/H, 7^/^r->S, Tp^/U 

xitf, r/v/^/us, r/w=3^^s> ^pyvig^, 

/S, 7/VW^S, ^7/^7^1, HiV* 
^e^/^S, 7/uW^y*/i'#^S, ^7/v^/u7 
^y^;/i-^^^S> 7^3^^*/^ 

[0 0 2 8] 7/VW^StlTft ^Jx:«> 

[0 0 2 9] ^W^SiL-Cfi, ^x:«, n 

[0 0 3 0] T/W^/i-T ^ J tr/ixtf^/umt LX\$, 9t 

m&mfbtiZo 

[0 0 3 1] 9 JTAr*A'T $/%fr#~fr&kl.Xn, 
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[0 0 3 2] 7A'*^/l'7*^Si LTI4, 0tR 
7^=ykS^^*ff bft, Jtrftftl-14, #J;il4, j<?vv 

[0 0 3 3) *»W^^*««»t|l*aiSr#1-50"C 



14, «*.tf, i&S£, M, *ft*JMM?0>*Mt»i0> 

15, BUS, L<*5&, <X.A/K, flTCK> 7 

[0 0 3 4] **WK:AttWfcaS*l5ft£*fcL"CHt 

[0035] *&m<nik&y>)it&>T<n%m-?&i&-i- 3 z. 

[ftl 2] 



NH 2 



l YH" 



S vJ. N +V— (CH 3 ), 
/ ^ i 

(30) (31) 

x\ x 2 . x 3 , x 4 , X s , r\ R 2 *Jitfntt 
*He£WJt*t*«r*-f. Yf43?*K*, *ff?fi**fc 
(ifillgS^^oaJiBfS^S'f. ft£#J (3 0) fcft£#> 

(3 1) **gtt»«EH>, ft** (1) Sr» 

6. *IStt*lii LTI40iJ;if4, ?h7t Kn7yV 

(E1T, TH Ft ) , 1, 4--^^-*f->', 5?*" 

(WT, DM F tB&i% ) , 7* |-=FP^7'd 
hVttWi* *9J-A', a*/-*, 2-7*p/V- 



R 



NH 

S^N— (CH 2 ) 0 - 




0) 



fe»lt©»£©Waa»&*R3*i*. fls#* (3 0) 

itLtiKt^ (3 1) K#U »«MS*A-tf#*L 

[0 0 3 6] 
[ft 1 3 ] 



NH, 



R 1 



R 2 



+ 



(32) 



5t<p, R»}3±tfR 2 ttlfflK£ 13 
(3 0) 14. ft£* (3 2) fcft*ft (3 3) 



S 

x ■ 

H,N NH 2 

ft^ 3) 
£, C 1 



2 , Br 2 , I 2 i$0/>nyvftKSiJ©#£T, 
S*arJ:fcJ:9#Mi5. ft** (3 3) coSi4ft£ 

4ft (3 2) HUffLT, iKJl. 5ffif^-/^b»2. 5«* 

w><6H*» e>a* $ ft*, /^y wttwy©*ttft*w 

(3 2) KfcfLT, ft*fflHe^*#*LV\ ft£4& (3 
0) 14, ft£* (3 2) ift-&fe (3 3) £, N-7*n 



S 

+ x ■ 

H 2 N NH 2 
(33) 



(34) 



R 1 



(32) 



5£>K R l *54tfR 2 l4i?fJlE<tl3i:!9fe£3H-„ XI4^n 



yvnt^-sra-r. ft** 



(3 4) fcft 



N 



R 



t 1 R^ 

*ri4<®f $ K NBSilM\ ) «*©/May 

»«Sffl-CSJ^$-lir5r <kT?t#btu^ 0 ft-g-4* (3 3) 

i4ft-g-^ 02) K*fLT, m<$fe*/\>im*.\.\i\ 

nyyft*WS«*«ft*« (3 2) iCfcfLT, 

[0 0 3 7] 
[ftl 4] 

NH 2 



S V N 

X, 

R R 

(30) 



(i 4 



(3 3)'%f'5F«tB«lt«f, fi«St»Sii««tf* 
5. ^JSttS&t L-tl4t»Rf4, ^/•-/K 
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& thf, s;***yi)s©3i-9 l A'**«*^*rfe> 
a»feaK**ia. ft£% (33) ©itu-a*, ft-&*& 

(3 4) |£#U&2fff*A'!»*#*U\, {k&l(0 (3 4) 
ttft-g-ift (3 2) tCl 21 Br 2 , I 2 f?CD/Mny^ft 

oy>itmi<DMt LXMt&V0 (3 2) |!1#U|&2« 
*/p~«5)4ffiF*^ro«5ffl!i»e>S^$^*. Ilfflti L 
tiift^* (3 2) ir^j- u**> 5 f&^e-yi — *f^» 1 ofSHe/wo 



[0 0 3 8] ik&to (3 4) l4ft£-!&3 (3 2) t C 
1 2 , Br 2 , IjfO^B^yiMWIt*, St$?> -«S 
fctt*. BSilfl:*}*. ^n7tM, M^ffVlf 

<p, fww- b y v j**o>t m y &ja©B^K^t«s 

5. ^n^^-fk^JCDSi LTttflS^* (3 2) K*fL 
[0 0 3 9] it&m (1) !'fc^rR 2 ^^Jl^t>fo 

its® (35) j: 9 ±^o^ST-iSjg-rs 

[ftl 5] 



R AcHO + h 2 N^NH 2 

(36) (33) 
S"K R'iJitfXttlWBtlSltitWcSraf. ft** 
(3 5) 14, ft£* (3 6) tfl:#* (3 3) Sr^fStt 

ttLXitWZ-tf. THF, 1, 4-^**f-V, 
5?^5-f AlfOai— y-^SH. DMF, DM SO, T 

•tr h^MJ/Hfo^yp hvtt»K, **y-/K ^ 
y— /K 2 —"fxiAj—iv^ t-zf^-/vr^=i—/v^<D 

bmm<am&<ommfrbm&.ztiz. \t&m (33) © 

ittttt, ft£* (3 6) (C*fU tt«SfflHr*~*&2 

fgHr/KD«sBia> e> a^ $ n 3 . 

[0 0 4 0] 
[ftl 6] 



CHO 
(37) 



X 
(36) 



y\ yv 



a«t«, X\ X 2 > X 3 , X 4 , X 5 ^ v r*Y^IB<lr^i: 

ic*£S-f 0 it&m (1) t*iv^r, n a* 1 cds^kw 

Mi + **IWfttfr&» (3 8) ttJKT^*jSfe-CMatT# 
5o (38) Htfta* (39) tC! 2 , Br 2 , 

9) K#L»2**/i^jie4«*^«)ttH*»e>a«*jx 



NH 2 

^ S^N 

W 

R 1 

5*;*, R**jj:tfx«:^fttisn:jit!icSr*-r. ft** 

(3 6) (4, ft** (37) £\ C 1 2 > Br 2 , I 2 % 

^vtfyitmwmmk&to (37) icatL-c. 

*VH9I#SU\ /MJyvftWSOittft^m (3 7) 
fc#LT. *MH»***s#S ft** (3 6) (4, 
ft** (3 7) (C, Cl 2 , Br 2 , I 2 ^ayyft 

WBt^flHtWHtf, 

L**se>, S^$*5wtlcJ;9#Srt^-Ct5. * 
flftt*«Ct l/T««*.tf, ffl^ft^, ^nn^/U- 
A, IfW f ^y^©/^D■yy«*iil 1 "Bitft 
MiStWWbftS. Si^aat 2 oic-hig 

[0 04 1] 
[ftl 7] 




(38) 

5. ISroti Ltli(k^«l (3 9) fcttUflSfflF** 
~fal 0fSP*/voteffl^P)-8^$ix5„ £J£?&StLT 
l4#^iaaW*LV\ 

[0 0 4 2] ft** (3 8) (4ft** (3 9) tC 
1 2 , Br 2 , I a *©^n^yfl:|t*U$\ St&> -fiftft 
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5. ^uVyik&MtombLxmt'&Q) (3 9) fc*fL 



[0 0 4 3] 
[fill 8] 




(41) 



(42) 

X\ X 2 , X 3 , X 4 , 

n' 3£fctt4<0fi»Sr*1-o {fc^tt (3 1) t£ 

*5Vn\ 11**2, 3*fctt4 0««-C&6^* (4 

o) utiso^^-^/w^^^ fc 

5 0 ffrg* (4 2) tit&Vo (4 1) SrfiteT/^^? 




wtSBBTfSJSS-BrS^tKiOft^* (4 0) #»6ft 

[0 0 4 4] 
[ftl9] 




X 1 X' 



TMSO* 




at, X\ X 2 , X 3 , X 4 #J;tfX 5 f^E^t;g» 
*r*i\ (3 1) frtewt, n^2-e*5ft*ft 

(4 3) ttft^* (4 6) *>bTB*tt-C«»-C*6. 
(45) Htffrfr* (46) t h y 

7 ^ K$<Ofi£#£T\ DMF. THF^»«Et, » 

- 7 8 t;^»*jfto«H-cK*4*»a r t sfts-e* 5 e 

[0 0 4 5] ft-fr* (4 4) Htffc^ft (4 5) fc^a r> 



[0 0 4 6] {b<g* (4 3) tt{fc£* (4 4) *%mt 
[0 0 4 7] 

KK2 0] 




(50) 



X' 




X 3 



O X 




ast, x\ x 2 , x 3 , x 4 , *«witfYttiWEfcrat 
*f***ra R l0 tt«*.tf, *7vk *?vk ^otr^ 
«jfoffiikrA^*/w«r*f 0 its* (3D (cjo^r, n 

#3T*>6<fr&* (4 7) flffrg* (4 9) d»b±E/V 
~h-C|«rC#5o it^m (4 8) ttft-B* (4 9) fc 



TO 



x 3 

ffrfr* (5 0) £ N ^h!X«9i^ h*fh\ -J-MJ *A 

**i/b\ frmiti-bv*^ fcmkxvv^vfrm 
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[0 0 4 8] (4 7) ttflS-fr* (4 8) £J&$. 

[0 0 4 9] {k-g-ffe (1) ^fctt-ttLSrSjg^Sfc*© 

[0 0 5 0] *1t±.m<D&fc*%ft-f%U, &W£b 

mm<Dms\Z^X\^ (T. W. Greene and P. G. 
M. Wuts, 'Protecting Groups in Organic Synthesis', 
1990) K8b<E£il-CV5, 

[0 0 5 1] ( 1 ) Kl8V^T^*ilt***+S* 

ttw/g-g-ffe wpb ^ nyt w lifts-* (i) K-ssn 

bit*. 

[0 0 5 2] WMMbb \sXKWX-ti{t&& < l ) * 
, **«Ht4» (fllfctf, vy^fi, N — 

Wi7?yi) 

[0 0 5 3] L-TI*, gfiri>b® 

fcliTi- ycoffiffliitt, SfflOttU^O. 5 ~*^J 2 . 0 

sftz>«sii> #*u<ttia*iw«<oi8H!4*aa'c*> 



6. &RfcJ£:Ctti6«:*flH9:*«* 

/U, 3L?y— 2 -T'o/V — /Hfro7/l'a- 

[0054] ^igwrosTATeett-fkias^JttSPW 
5. #«P«i«4-f**&-tt«*.Ht, WW, $® 

<o&#, mmm, tiTrnte^t^ma^m^ 
at-rsaa, #a«, &t«s:4# 

aafc-fcoTJlfcsas, an«41-«»£\ 
ii^(4fi£AiC*ft 1 BfcfcO»l~»100 OmgCO© 
ffl, »*L<li^l 0~iKl5 0 0nigro©fflSrllHl*fc« 

•fS»&, *S»^tt»S0. 1~*S5 0 OmgCOjgffl, jf 
*L.<ttiR)3~iftl 0 On«<D©ffl£lEI*fcti&lHllC# 

[00 5 5] *.ttftW<D S T AT 6 SttfkPlSS'Jtt^ 

l^^T!)7«SHi, SttBS, HVG(Host-versus-Gr 
aft)Sifc5VMa«5ctt^a^ffi«» (AIDS) 

7>5ria-a-i- 5 r k ic <t o -j»:W77ffiic^o r HJtt 5 r. 
twwifciotn/i*^, »pS4-i-5^a-, # 

^^•ttiiSlifiSAlC^ LIB fofc "9^1 ~«) 1000 
mgCDSSffl, Sf* L<tt^ 1 0~i^5 0 OmgO^SiaSr 1® 

X&$-t-Z&&. GtorfMltmO. 1 ~i^5 0 0mg£O«S 
»*U<tt^3~l*31 00mg<£>«ill£l[H]*fcl4» 



-12- 



[0 0 5 6J 

immm] 



mmmi 

IflS2 11 



nh 2 _ _ f HBr /=\ r=\ 



SJ + Br 

1- (4-7i=*7is;H -£>- (2-^5^-3 
(2H) -^T-Zy/W) a:^/^ 

2- r5yfT/-;H. 00gi4-7i=;i'7it 
*sjv7u*Y2. 7 5 g tSrT-fe h 9 ^4 0m 1 Id 

fe^LT, (4-7i=/l'7i=/l') -2- 

(2 -^5/ -3 (2H) -fT/!)/H ai^/V * 



NH 2 




-CH, 



0 



1- (4-^f^7x^/V) - 2- (2 — < ^ y- 3 
(2H) -fT/y/K x^yy AfbkXIfcK 
HIWlO*ffi»\ aW0>{frS«* 5 8 5 m g (9 
3%) tffCo 

X H NMR (TMS / DMS0-d 6 ) 6 2.44 (3H, s), 5.79 (2H, 




1- - 2- (2— f5y-3 (2H) 

«««10*ttfcttV\ «B^»fc6 7 1mg (9 
6%) #fc 0 

! H NMR (TMS / DMS0-d 6 ) 6 5.96 (2H, s), 7.09 (1H, 



NH 2 

s i N+ bi 




0 



1- (4-7^n7x^V) -2- (2 — f$/-3 
(2H) -fT/y/H ^yv JMbkMMft 
»Il(0*Sl:SV\ «H0fl:^tt&6O 3mg (9 
5%) #fc 0 

l H NMR (TMS / DMS0-d 6 ) 5 5.81 (2H, s), 7.07 (1H, 



NH 2 




-CI 



3. 4 2g£#fc 0 (W9 1%) 
l H NMR (TMS / DMS0-d 6 ) 6 5.87 (2H, s), 7.08 (1H, 
d, J = 4.6 Hz), 7.38 (1H, d, J = 4. 6 Hz), 7.43 - 
7.56 (3H, m), 7.78 (2H, m), 7.93 (2H, d, J =8. 4 H 
z), 8.12 (2H, d, J = 8.4 Hz), 9.55 (2H, brs) 

[0057] mmm2 

Ut22] 



NH HBr 

A 




V 



s), 7.06 (1H, d, J = 4.4 Hz), 7.35 (1H, d, J = 4. 6 
Hz), 7.43 (2H, d, J = 8. 2 Hz), 7.92 (2H, d, J = 8. 

3 Hz), 9.50 (2H. brs) 
[0 0 5 8] mMW3 
EflS2 3] 




d, J = 4.4 Hz), 7.39 (1H, d, J = 4. 6 Hz), 7.65 - 
7.76 (2H, id), 8.00 - 8.20 (4H, m), 8.76 (lH.s), 9. 
54 (2H, brs) 

[0 0 5 9] £MW4 

Ift24] 



NH HBr 

A 




d, J = 4.4 Hz), 7.34 (1H, d, J = 4. 4 Hz), 7.45 (2 
H, m), 8. 12 (2H, m), 9.52 (2H, brs) 

[0 0 6 0] %mm 5 

[ft25] 



NH HBr 

6 




■CI 



1- (4-^nD7x^V) - 2- ( 2 ^ / - 3 



(2H) -<f-TVV>V) %\\Lim 
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**mo#ftfcfi£v\ WM<r>tt&tto*$ 9 3mg (8 
9%) #fc 0 

*H NMR (TMS / DMSO-d 6 ) 5 5,81 (2H, s), 7.07 (1H, 
d, J = 4.4 Hz), 7.33 (1H, d, J = 4. 4 Hz), 7.71 (2 



NH 2 

6 + » 




V / 



-Br 



O 



1- (4-^0^7x^1 -2- (2 --f ^ / - 3 

(2H) -fr/y/H ^*7> *fbk*BM6 

H*«KO*Sl:»\ «JBO{fr&«)«r6 9 2mg (9 
2%) #fc 0 

*H NMR (TMS / DMS0-d 6 ) 6 5.80 (2H, s), 7.06 (1H, 
NH 2 Mfl * 

1- (2-* b^r^7^n/V) -2-92-^^7-3 

(2H) -f-rvvM ^ jv %\wmm& 

9%) ftfc. 

*H NMR (TMS / DMS0-d 6 ) 8 4.02 (3H, s), 5.56 (2H, 
s), 7.03 (1H, d, J = 4.4 Hz), 7.13 (1H, t, J = 7.4 




H, d, J = 8.6 Hz), 8.04 (2H, d, J = 8. 6 Hz), 9. 52 
(2H, brs) 

[0061] nmm e 

Ht2 6] 

NH HBr 



d, J = 4.4 Hz), 7.33 (1H, d, J = 4.4 Hz), 7.85 (2 
H, d, J = 8.6 Hz), 7.96 (2H, d, J = 8. 6 Hz), 9. 51 
(2H, brs) 

[0062] 7 

[ft 2 7] 

MeO v 
NH HBr \ k 

w 

Hz), 7.31 (1H, d, 1=^.3 Hz), 7.35 (2H, d. J = 4. 

4 Hz), 7.71 (1H, m), 7.91 (1H, dd, J = 7. 7 Hz, 1.8 
Hz), 9.44 (2H,brs) 

[0063] mmm s 

[ft2 8] 



.OMe 



\=J 

1- (3-7 h^V7x^/V) -2^(2-^^7-3 

(2H) -^Tvytv) $kit*mm& 
mmm\(D^m\cm\ »ft^5 7im g (8 

7%) #fc 0 

X H NMR (TMS / DMS0-d 6 ) 6 3.86 (3H, s), 5.81 (2H, 



NH 2 

X 



1- (4-7 h^^^^/W -20- (2-^T ^7-3 




OMe 



(2H) -f-r^y^) %it&m 

aH^«»6 2 6mg (8 

3%) ft/to 

X H NMR (TMS / DMS0-d 6 ) 6 3.89 (3H, s), 5.76 (2H, 

O OMe 

1- (2, 5-^h^>7x^V) -2- (2 — T ^ 




NH HBr /= / 



,OMe 



\=y 

s), 7.06 (1H, d, J = 4. 4 Hz), 7.30 - 7.35 (2H, m), 
7.50 - 7.64 (3H, m), 9.51 (2H, brs) 

[0 0 6 4] mrnm 9 

Ut29] 



NH HBr 

w 



N^O~ 0Me 



s), 7.06 (1H, d, J = 4.4 Hz), 7.14 (2H, d, J = 8. 8 
Hz), 7.35 (1H, d, J = 4.4 Hz), 8.00 (2H, d, J = 8. 
8 Hz), 9. 50 (2H, brs) 

[0065] mmm 1 o 

MeQ 

NH HBr \ k 

.A. 



^ O OMe 

7-3 (2H) -tJ-yVViv) ^yy 
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mmmi(ojjm^\ »ft^W4 5 5m g (6 
3%) ntco 

l H NMR (TMS / DMSO-d 6 ) 5 3.77 (3H, s), 3.97 (3H, 
s), 5.55 (2H, s), 7.03(1H, d, J = 4. 6 Hz), 7.24 - 



NH 2 



YJ 

1- (4-^^71-*) -2- (2 — T 5 /- 3 
(2H) — tyy^r-/y^) *fb7K^ffi 

£1£0)J 1 (Djjmz.'fa \ mM<7>ik&®% 3 4 8 m g (4 
8%) #fc„ 

: H NMR (TMS / DMSO-d 6 ) 6 2.46 (3H, s), 6.06 (2H, 



7.39 (4H, m), 9.45 (2H, brs) 

[0066] mmm 1 1 

Ut3 1] 



NH HBr 



i =\ o 





CH 3 



s), 7.40 - 7.54 (4H, m), 7.67 (1H, d, J = 7. 5 Hz), 
8.02 (3H, m), 10.22 (2H, br) 

[0067] mmmi 2 

[ft3 2] 





1- (4-7x^/W:^l/) -2- (2— 

(2H) ^yy^r/u^) *{b7K*^fi 

Mfcm©#»fc*l\ iI^M3 7 7mg (4 
4%) »fc. 

X H NMR (TMS / DMS0-d 6 ) 6 6. 15 (2H, s), 7.41 -7.5 
7 (5H, in), 7.73 (1H, d, J = 7. 9 Hz), 7.80 (2H, d, 




l- (2—ry=f^) - 2- (2 — r ^ y-3 (2H) 

HJS«llO*jfeic«v\ «)B<Dffr&»S:6 0 6mg (7 
6%) »fe 0 

*H NMR (TMS / DMS0-d 6 ) 6 6.24 (2H, s), 7.41 -7.5 



NH 2 
An + Br 





(4 -y /viruy zl^jv) -2- (2->f^/-3 
(2H) — ^/fr/'J/u) ^*/^ 
38*m©#fefct*l\ fliOib^lfet:4 5 lmg (6 

1%) tf^Co 

l H NMR (TMS / DMS0-d 6 ) 6 6.09 (2H, s), 7.40 -7.5 



NH HBr 

A 





S N' Y\ 
O 



J = 8.4 Hz), 7.96 (2H, d, J = 8. 4 Hz), 8.04(1H, d 
d, J - 7. 7 Hz, 1.0Hz), 8.20 (2H, d, J = 8. 6 Hz), 1 
0.29 (2H, br) 

[0068] %vm 1 3 

[ft3 3] 




4 (2H, m), 7.67 - 7.78(3H, ra), 8.03 - 8.22 (5H, 
m), 8.88 (1H, s), 10.28 (2H, br) 

[0069] mmm 1 4 

[ft3 4] 



NH HBr 

A 





3 (4H, m), 7.71 (1H, d, J = 7. 5 Hz), 8.03 (1H, dd, 
J = 7.7 Hz, 1.1 Hz), 8.19 (2H, m), 10.22 (2H, br) 

[0070] %mm 1 5 

Ufc3 5] 
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CI 



NH 2 

O 0 

1- (4 - ^ n o7x^) -2- (2->fS/-3 

(2H) -^y/fr/y^) ftte**®^ 

HJS«ll^*ife^flev\ fflH<affc£«$r4 5 8mg (6 

0%) t#fco 

X H NMR (TMS / DMS0~d 6 ) 6 6.07 (2H, s), 7.40 -7.5 




1- (4 -z/n^T^t/U) -2- (2 -*f ^ / - 3 

(2H) -<yyfryy^) ^*y^ JUbMMMft 

{|W<Pfb£«*5 4 8mg (6 

4%) 

*H NMR (TMS / CDC1 3 ) 6 6.07 (2H, s), 7.40 - 7.54 
NH 2 

1- (4-7 h^T^mn/U) -2- (2-*f S/-3 

(2H) -^w^ryy/w x^yy fkit&mwtu 
mmmi<D^m\c^\ si^w5 2 5m g (6 

9%) tffco 

*H NMR (TMS / DMS0-d 6 ) 6 3.91 (3H, s), 6.07 (2H, 



NH 2 
S^N + Br 





■CH, 



V 



1- (4-^/^i^) -2- (4, 5, 6, 7- 
fh7tKn-2-'f^-3 (2H) -^y/fT/ 
y/t,) x^/y *ft**»*a 
*JII«10*ifeKttV\ WH^b'&ftSrl 8 3mg (2 
5%) Wfc. 

! H NMR (TMS / DMS0-d 6 ) 6 1.76 (4H, brs), 2.34 (2 



NH 2 



S N+ Br 

5 0 



NH HBr 

3 (2H, m), 7.73 (3H, m), 8.03 (1H, d, J = 7. 9 Hz), 
8.11 (2H, d, J = 8.8 Hz), 10.21 (2H, br) 

[0071] mi&m 1 6 

[ft3 6] 



NH HBr 

.A 



N 





/ 



-Br 



(2H, m), 7.73 (1H, d,J = 7.5 Hz), 7.88 (2H, d, J = 
8.6 Hz), 8.02 (3H, m), 10.21 (2H, br) 

[0072] mmm 1 1 

Ut3 7] 



NH HBr 

.A 





~> ' 

s), 7.17 (2H, d, J = 8.8 Hz), 7.40 - 7.53 (2H, m), 
7.66 (1H, d, J = 7.7 Hz), 7.99 - 8.11 (3H.ni), 10. 
26 (2H, br) 

[0073] mmm 1 s 

[ft3 8] 



NH HBr 



6 0 

H, brs), 2.44 (3H, s),2.56 (2H, brs), 5.71 (2H, 
s), 7.42 (2H, d, J = 8.0 Hz), 7.96 (2H, d, J =8.0 
Hz), 9.51 (2H, brs) 

[0074] mmm 1 9 

[<t3 9] 



NH HBr 



A- 



=\ 0 





\ 
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1- (4-7x^7i^) -2- (4, 5, 6, 7 
-rh?h ^7-3 (2H) -"OVfT 

^mm\<D^m^w si^M4 9 9m g (5 

8%) 

*H NMR (TMS / DMSO-d 6 ) 6 1.78 (4H, brs), 2.37 (2 




1- (2-^7^/U) -2 - (4, 5, 6, 7-rh7 
b ^ 7-3 (2H) -^/f7^/!);V) 

Xft*#Bfett 

»UW5 14mg (6 

4%) »fc e 

l H NMR (TMS / DMSO-d 6 ) 6 1.76 (4H, brs), 2.38 (2 



H, brs), 2.58 (2H, brs), 5.78 (2H, s), 7.43 - 7.56 
(3H, m), 7.77 (2H, d, J = 8. 0 Hz), 7.92 (2H, d, J 
= 8.4 Hz), 8.15 (2H, d, J = 8. 4 Hz), 9.52 (2H, br 
s) 

[0075] mmw2o 

lft4 OJ 




H, brs), 2.58 (2H, brs), 5.87 (2H, s), 7.66 - 7.77 
(2H, m), 8.00 - 8.31 (4H, n), 8.80 (1H, s),9.52 
(2H, brs) 

[0076] mmm 2 1 

[ft 4 1] 



NH 2 

o 





1- (4-7^tn7x^) -2- (4, 5, 6, 7 
-fh7tKo-2->f^-3 (2H) -^y/fT 

✓ D/iO *ft7K^K« 

WWII \ gW^M2 8 4mg (3 

8%) »fc„ 



NH 2 





CI 



1- (4-^7 nn7x^) -2- (4, 5, 6, 7 - 
Th7tFn-2-^^-3 (2H) -^y/f7/ 
y/u) x^;y *ft*Kf&£ 
»H«lo*i6KtEv\ gM^3 4 1rag (4 
4%) t#fc 0 

A H NMR (TMS / DMS0-d 6 ) 6 1.76 (4H, brs), 2.34 (2 



NH 2 





-Br 



1- (4-yP^7xx;U) -2- (4, 5, 6, 7 - 
Th7tKn-2-^^-3 (2H) -^y/fT/ 



NH HBr 

.A 




V 



X H NMR (TMS / DMS0-d 6 ) 6 1.75 (4H, brs), 2.34 (2 
H, brs), 2.56 (2H, brs), 5.72 (2H, s), 7.47 (2H, 
t, J = 8.8 Hz), 8.11 - 8.17 (2H, id), 9.48 (2H,brs) 

[0077] mn&i2 2 

[ft 4 2] 



NH HBr 

A 





s' -»r y\ / 



CI 



H, brs), 2.56 (2H, brs), 5.72 (2H, s), 7.70 (2H, 
d, J = 8.6 Hz). 8.07 (2H, d, J = 8. 6 Hz), 9.49(2H, 
brs) 

[0 0 7 8] mMW2 3 

nt4 3i 



NH HBr 




9 4 mg (3 



-17- 



4%) mc 0 

l H NMR (TMS / DMSO-d 6 ) 6 1.76 (4H, brs), 2.34 (2 
H, brs), 2.56 (2H, brs), 5.70 (2H, s), 7.85 (2H, 
d, J = 8.6 Hz), 7.98 (2H, d, J = 8. 6 Hz), 9. 48(2H, 



NH 2 



1- (4-^h^>7i^) -2- (4, 5, 6, 7 
-Th7t Kn~2-^;;-3 (2H) -^isVTT 

£Jl^lO#8H;:t£V\ gI(Oft^4 7 4mg (6 
2%) #fc 0 

X H NMR (TMS / DMS0-d 6 ) 6 1.75 (4H, brs), 2.32 (2 



NH 2 



MeO 



OMc 

1- (2, 5-^/4-^7*^/1/) -2- (4, 5, 
6, 7-rh7t Kn-2 — f ^/-3 (2H) — <V 

Safc«l©*jS6IC«V\ *HOfb-fr*«r3 8 6mg (4 
7%) *#fc 0 

l H NMR (TMS / DMS0-d 6 ) 6 1.76 (4H, brs), 2.32 (2 

M o 

1- (4-^^7^^Sft -2- (2— 

(2H) -fr/y/u) ^kTk* 



mmmKD^m^W «I©ft^»S:3 6 8mg (5 
6%) 

*H NMR (TMS / DMS0-d 6 ) 6 2. 11 (3H, d, J = 1. 1 H 
NH 2 

\n ° 

1- (4-7^^7^i/W) -2- (2— f ^ /-4 

-^^^-3 (2H) -frv^D/v) JUbfc 




«I^»S4 8 3mg (6 

2%) m^o 

X H NMR (TMS / DMS0-d 6 ) 8 2. 15 (3H, d, J = 1. 2 H 



brs) 

[0079] mmm 2 4 

[ffc4 4] 

NH HBr 



.A 



=\ 0 




H, brs), 2.56 (2H, brs), 3.89 (3H, s), 5.67 (2H, 
s), 7.14 (2H, d, J = 9.0 Hz), 8.03 (2H, d, J =9.0 
Hz), 9.47 (2H, brs) 

[0080] rnmrn 2 5 

Uk4 5] 



MeO 

NH HBr \=\ 
r=\ O OMe 



H, brs), 2.56 (2H, brs), 3.77 (3H, s), 3.97 (3H, 

s), 5.41 (2H, s), 7.23 - 7.35 (3H, m), 9.46 (2H, 
brs) 

[0081] mmm 2 6 

[fk4 6l 



NH HBr 



M, 




CH 3 



CH 3 



z), 2.44 (3H, s), 5.75 (2H, s), 6.77 (1H, d, J = 
1.1 Hz), 7.44 (2H, d, J = 8. 1 Hz), 7.97 (2H, d, J 
8.2 Hz), 9.50 (2H, brs) 

[0082] mmm 2 7 

lit 4 7] 

NH HBr 



CH 3 

z), 5.83 (2H, s), 6.78 (1H, d, J = 1. 0 Hz), 7.43 - 
7.57 (3H, m), 7.78 (2H, d, J = 8.6 Hz), 7. 94 (2H, 
d, J = 8.6 Hz), 8.16 (2H, d, J = 8. 4 Hz), 9.53 (2 
H, brs) 

[0083] mmm 2 8 

Hfc4 8] 
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-3 (2H) -?t*/9a>) *.?;y JMbk3Mk& 

*««ia>*»Ka6V\ mm<Dik&%>&4 7 7mg (6 
6%) »fc D 

*H NMR (TMS / DMSO-d 6 ) 6 2.17 (3H, s), 5.94 (2H, 



NH 2 



1- (4-^nn7x£i) -2- (2->f 

(2H) -fryyyv) *{t7Km 



Htt0( 1 CD^ffil^ \ MftXMMfe* 5 2 9 m g (7 
6%) »fc 0 

X H NMR (TMS / DMS0-d 6 ) 6 2. 13 (3H, d, J = 1.2 H 



NH 2 




\ 0 'OMe 

1- (3-^ h*^?*^) -2- (2->f 

-*3vw-3 (2H) -^r^/y/w) x^/y JHbfc 

Jt*«l(0*ft^«V\ «I^ftt3 7 7mg (5 
5%) #fc 0 

A H NMR (TMS / DMS0-d 6 ) 6 2.13 (3H, d, J = 1.2 H 




OMe 



NH 2 

i - (4 h^-^^C^u) - 2 - (2— 
-^f^3 (2H) -^-r % /VM =z*;y ^kfc 

5Hfc«l©*SKttV\ *IBO{b*«*r5 8 5mg (8 
5%) »fc. 

X H NMR (TMS / DMS0-d 6 ) 6 2.11 (3H, d, J = 1.0 H 



NH 2 



/ 0 



1- (4-^f/U7x^) -2- 

(2H) -^ryvM ;> *ft*§if 




s), 6.80 (1H, s); 7.66- 7.76 (2H, m), 8.02 - 8.18 

(4H, m), 8.82 (1H, s), 9.55 (2H t brs) 

[0 0 8 4] 2 9 

[ft 4 9] 



NH HBr 
S^N 

H 




■ci 



z), 5.77 (2H, s^ 3 6. 77 (1H, d, J = 1. 2 Hz), 7.72 

(2H, d, J = 8.6 Hz), 8.08 (2H, d, J = 8. 6 Hz), 9. 52 
(2H, brs) 

[0085] rnmm 3 0 

IflS5 0] 



NH HBr 

A 




OMe 



CH, 



z), 3.87 (3H, s), 5.79 (2H, s), 6.78 (1H, d, J = 
1.2 Hz), 7.32 - 7.36 (1H, m), 7.53 - 7.56 (2H,m), 
7.67 (1H, d, J = 7.9 Hz), 9.52 (2H, brs) 

[0086] mmm 3 1 

UtS 1] 



NH HBr 

K 

CH, 




\ 



-OMe 



z), 3.89 (3H, s), 5.72 (2H, s), 6.77 (1H, d, J = 
1.0 Hz), 7.15 (2H, d, J = 9.0 Hz), 8.04 (2H, d, J 
9.0 Hz), 9.49 (2H, brs) 

[0087] mmw 3 2 

MS5 2] 



NH HBr 




CH 3 



H 3 C 

I 



0 5mg (9 



-19- 



2%) mzo 

*H NMR (TMS / DMSO-d 6 ) 6 2. 27 (3H, d, J = 1. 1 H 
z), 2.51 (3H, s), 5.73 (2H, s), 7.08 (1H, d, J = 
1.5 Hz), 7.42 (2H, d, J = 8. 4 Hz), 7.92 (2H, d, J 



NH 2 



H 3 C 

1- (4 -7ixyl/7i^) -2- ( 2 ^ / - 5 

(2H) -^r/y/u) Ute* 

**«l^ffilJlttt\ aUB^ffc-&**:7 2 7mg (9 
3%) #fc 0 

*H NMR (TMS / DMSO-d 6 ) 6 2.29 (3H, d, J = 1.4 H 




NH 2 
H 3 C 

1- (2-t7f/W -2- (2 — r^/-5-^^/V 
-3 (2H) -fr/!)/W) *{t7K^Kffi 
SBfc«10*ffilr«l\ ®B<0ffr&4*«r6 6 2mg (9 

i %) mtz 0 

l H NMR (TMS / DMSO-d 6 ) d 2.30 (3H, d, J = 1. 3 Hz), 
NH 2 

uc / =J 0 

1- -2- (2— -f 

*fvw-3 (2H) -f-r/y/i*-) jc^y^ *te*Kf 



JBfc«10*i6fcttV\ «IHCOfk^«5Sr6 1 6mg (8 

9%) mz 0 

l H NMR (TMS / DMSO-d 6 ) d 2.27 (3H, d, J = 1. 5 Hz), 
NH 2 

W +Br ' 

/ O X)Me 

1- (3-^ b^y=c~/l>) -2- (2-*<S/-5 
-^f;u-3 (2H) -f-Ti/y^) x^yy Hfc* 

IM6Wlo*«fejc^\ ««<&{fr&«>S:5 7 8mg (8 
4%) *#fc„ 

X H NMR (TMS / DMS0-d 6 ) d 2.27 (3H, d, J = 1. 3 Hz), 




8.0 Hz), 9.45 (2H, brs) 
[0 0 8 8] mi&M 3 3 
[ffc5 3] 

NH HBr 




H 3 C 

z), 5.79 (2H, s), 7.10 (1H, d, J = 1.4 Hz), 7.43 - 
7.57 (3H, m), 7.79 (2H, d, J = 8. 6 Hz), 7.93(2H, 
d, J = 8.6 Hz), 8. 10 (2H, d, J = 8. 6 Hz), 9.46 (2 
H, brs) 

[0089] mmm3 4 

Hfc5 4] 



NH HBr 

A 




\ 



o \=/ 



H,C 



5.90 (2H, s), 7.13 (1H, d, J = 1.5 Hz), 7.65 - 7. 
76 (2H, m), 7.99 - 8.20 (4H, m), 8.75 (1H, s), 9.4 
9 (2H, brs) 

[0090] %mn 3 5 

lit 5 5 ] 



NH HBr 

.A 



H 3 C 

5.76 (2H, s), 7.08 (1H, d, J = 1. 5 Hz), 7.70 (2H, 
d, J = 8.8 Hz), 8.03 (2H, d, J = 8. 8 Hz), 9.49 (2 
H, brs) 
[0 0 9 1 ] $iM3 6 
HIS5 6J 



NH HBr 

O OMe 



H 3 C 

3.86 (3H, s), 5.77 (2H, s), 7.09 (1H, d, J = 1. 5 
Hz), 7.30 - 7.34 (1H, m), 7.50 - 7.63 (3H, n), 9.4 
9 (2H, brs) 

[0092] mmm s i 

Hb5 7] 
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NH2 
H3C CH3 

7«^/l--3 (2H) -fr/y/v) J^yv 



NH HBr 




MWl©*ttfc»\ SS<75{b^«r5 6 8mg (7 
5%) &1to 

*H NMR (TMS / DMS0-d 6 ) d 2.09 (3H, s), 2.26 (3H, 
s), 5.91 (2H, s), 7.66- 7.77 (2H, m), 8.01 - 8.19 
(4H, in), 8.82 (1H, s), 9.49 (2H, brs) 
[0 0 9 3] mmW3 8 (**yb6|Sttfc0>R*fls 
ffl) 

1) 

vtxmm&mm L929 ^s^ssg (*r ± 

2) igitfi 

RPMI 1640Jgi& (0*S!^ OKJrO Code N 

0. 394-00735) K5 6g, 3 0 #KlT#»ffc tfc^JI&il 
ifofff ( Fetal Bovine Serum, Defined, Code No.A-1111 
-L, HyClone Lab. , Logan, Utah) £10%, 
jj-fy^Z ;U (Sigma, St Louis, MO, Code No. M-6 
250 ) £5 0 nMkftZZ 5lC«MraUTffifflLfc 0 

3) 

IP) Code No. 134-45) Ct8mg/ml tte%£o\Z. 
mML<, ^ift-CSr^ LTS^fiS 1 0 ju g/m 1 t L 

[0 0 9 4] 4) STAT 6 * — fee^©** 

-v^^^S^c 1 ^^ Vgermline £ M&T'T'v*-- ± 
©IL-4«S*« (STAT6^^M £3 

i o^-y =f5?^ k*s «tt5*offiM«Sra-& 

U MCtt, 7~-*«, 5*3J:tf3*«rWI8»*Sacl 

(SS3g Code No. 1078A) j3<tWBglII (SB 

3t Code No. 1021A ) "tttlZiltym U pGL3 

Promoter Vector ( Promega Corporation, Madison, W 

1, Code No. E1761) <£>Sac I /Bgl Ilg&ffilC ^ u— 

5) ae?*A«j:tfK£»9Uiiu*ofrai 

L 9 2 9W 5X 1 0 5 i@£Falconm^^ffl6^in^ 
7"^— |x ( Becton Dickinson Labware, Bedford, MA, 
Code No. 3046) l^Ttf* , WMlkm* 

^*4^««-ClMa*r*»Lfc. ff^LfcSTATG U 
aK-^-Jte-T- 4/zg> ^#Mtt&£ J 7 L pSV2neo (GIBC0B 
RL, Gaithersburg, MD ) 0. 5 v gb V #7 *f h7 




*y ( GIBC0 BRL, Gaithersburg, MD, Code No. 1832 
4-012) 2 0/*l«T^»lMLill***ft^*»0. 4ml 

»Sr&*ftV>#lftl. 6m 1 **e>lr*nx.T, 

2mlMDLt, Sfcfcl 9l$IW»#Lfc 0 »*3Slft 
LT 2 4&fffl£ G 4 1 8 ( GIBC0 BRL, Ga 

ithersburg, MD, Code No. 10131-019) £0. 2mg 

/mii45i5 fcaaw ur«ais:«*, mmwmmi& 

JftfcWjfcS-fr, 0. 2fi/9*/Vt*5J:5^Falcon^ 
^ d/U- h ( Becton Dickinson Labware, Bedfor 
d, MA, Code No. 3072) \Z^X 9 o -^^frfi 1 * 

[0 0 9 5] 6) STAT6flftt<MI*«« 

Lfc L 9 2 9 »telXl0 4 i/0. 1 
m 1 /^m/Wifca X fu^U—h (costar 

3610, Corning Costar Corporation, Cambridge, M 

A) -i!feJg#Lfc 0 SB. WMBBWaitM L 

-4 1 OU/m 1 (PharMingen, San Diego, CA, Cod 
e No. PM-19231V) SrSSJPLTO. 2ml/^/^ 
U 6WrW#*Lfc. ±i**r»3ll*£U «•» 

MMblCnTffFfkXBO. 0 2 5ml/^/^teTg«l 
fco ^S«»*SrO. lmlf 

oS&anU /^7x5- tfffittS:/^ * — (Micr 
oLumatLB96P, EG&;G BERTH0LD, Bad Wildbad, German 
y) -C8iJ£Lfc 0 URtt, triplicate-cm\ 
#tf)fc 0 nl^b^J^it/SS^^miScOLuciferase A 
ssay System ( Promega Corporation, Madison, WI, Co 
de No. E1500) Srffll^fc, IK«ft^STAT6iStt 

immm\x iL-4«*-e«**hs^>7*?- 

■tfi&ttfc*ri-S»** (%) TS^Lfc. Pfi*^ (%) 

Pl^Sf* (%) =10 0- (E-B) / (C-B) X 1 0 
0 

Experimental Activity (E) : Wtk\k&%0<Offi£T I 

l - 4 %\m-?mm ztizfri/y*? --ejstt 

Control Activity (0 : &#{k&fa<D#ft&T\Z I L 

Background Activity (B) : ##Mfr&fcl0>##£ET, 

ttAttS l tc^-Tp 
[SI] 
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[Ifl^im] b#n*- : iff* 

[0 0 9 6] K?'J#^ : 1 E^JCOaS : ^DNA 

BE?iJ<Oft£ : 9 7 

CGGAGCTCTG CCTTAGTCAA CTTCCCAAGA ACAGATGCCT TAGTCAACTT CCCAAGAACA 60 
GATGCCTTAG TCAACTTCCC AAGAACAGAA GATCTCG 97 



(51) Int. CL 6 

A 6 1 K 31/425 
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A 6 1 K 31/425 
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(72)^^# Sff 



(72) 

(72)»w# ;n± s 

*KmjfcttE#f3ffl*3Ti l#98-t ft 
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